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We have been informed that Moleculera Labs recommend Red Top glass tubes when collecting blood for the Cunningham panel. In our study (Hesselmark and Bejerot, 2017) we have used serum sampling tubes (BD Vacutainer® SST™ II Advance tubes, Gold Top) but erroneously reported sampling in "serum sampling tube (BD Vacutainer, yellow top)" (Section 2.6 in our paper). The use of another blood collection tube than the one recommended by Moleculera could be viewed as a limitation in our study.
All Swedish Cunningham Panel tests are ordered through Wieslab, which is Moleculera Lab's partner in Europe. Wieslab provides a form with instructions for blood-draw, recommending use of plastic serum collection tubes with or without a separator gel. The phlebotomy is done locally to the patient and the sample is sent to Wieslab. Wieslab aliquots and freezes the serum, and then sends the serum to Moleculera. Moleculera then makes the analysis.
In our study, we used Cunningham Panel results at two different time points. The main analysis of sensitivity and specificity was made using results from time point 1. Time point 1 results are from tests ordered by clinicians before inclusion in our study. Wieslab provided us with this data. Since Wieslab does not keep records of whether the samples were taken with or without separation gel, this information is unattainable. Time point 2 results are from the time of our assessment. These samples were all taken in BD Vacutainer® SST™ II Advance tubes, i.e. plastic gel separator tubes for serum sampling. Wieslab have been aware which tubes have been used for all the samples. Please see Fig. 1 for details.
Use of separator gel tubes to collect serum for analysis of autoantibodies is standard procedure at Karolinska University Hospital. According to the manufacturer BD Vacutainer® the plastic Gold Top tube is interchangeable with the Red Top glass tubes for several infectious antibodies (BD Vacutainer White Paper, 2006), however the autoantibodies included in the Cunningham panel have to our knowledge not been tested using the two different types of tubes. If there is in fact an interaction between the Cunningham Panel antibodies and the additives in the Gold-Top tubes, this would probably lead to antibodies binding to the additives leading to false low levels. Furthermore, some hydrophobic compounds, such as certain drugs and hormones, may adsorb onto the hydrophobic separator gel, which decreases the concentration of the analyte in the serum (Ji and Evenson, 1983; Bowen and Remaley, 2014) . Because the interference of separator gel leads to decreased levels of analytes, it is highly unlikely that the use of plastic tubes or a serum separator gel caused the elevated Cunningham panel results found in 86% of our healthy controls.
We have evaluated the clinical value of the Cunningham Panel as a diagnostic tool. Our results indicate that the panel does not contribute to correct diagnosis in a clinical setting. Serum sampled with separator gel (i.e. Gold Top tube).
